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5 &mm 



10 v^7°5Pv;^:/^-i£-iv(OT, dpp-iv EmB-rz>cttf&z>)m.m 

Mlt, ifiWtf) GLP- 1 (glucagon-like peptide-1) ©^RStt^lSSU ^ 
XU, W002/062764, WOOl/55105> W002/02560) „ 

Lfrvfctfz v &>T\zmm?z>&o \z, tkfcpvD dpp-iv m^^Miiizmm 
dpp-iv mmmtfv7x?>xp\z£%jkmffl&fcm&M&tz>z\ 

'lft&J#^ (chronic rhinosinusitis)M©M»0 DPP-IV fiH££# 

zntcm&iz dpp-iv fiHt*j±#ufc c £#*£sn-o>s if • 7 

20 7— fe7~ (The FASEB) , 2002 ^, |S16#, p. 1132-1134) . IfcdbT, 
W^fi£#»LW*»R*!A#K:fcVvt DPP-IV »tt£3fi< Ml" 5£ 

£fc, GLP-1 <£> DPP-IV fc«fc£ttWg«n?&S GLP-1 (9-36)75 WilillJME 
TM£WT&fc^ DPP-IV «tt^^;m-7^^^7^>'7fc 

^"7- yj*?*nV- • X>F^7-f/D^- • 7>F • **#UXA (Am 
J Physiol Endocrinol Metab) , 2002 ^> » 282 #, p.E873-E879) , 

8 (depression) W£ (anxiety) <£>Mf|g£lfil?» DPP-IV EH£©fl£T£;&« 
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(Mol. Psychiatry) „ 2001 ^, £|6#, p. 475-480) . 

#5S#££ 14, £#l*l<2 DPP-IV ^tt^3t* fcBMFT £ £ tot 
jUfbfe^K & £ -5 £»K:«*T, DPP-IV 

#%BJi#£teu dpp-iy jgttfeSflEiciwe-ir, i a 1 HoiifciAfts 

«fflfc#»T0Bfcb&8*, DPP-IV 

1 ) s^^sw^y—tf - iv aiFH ta*ttifi5^? t &^-r**» 

2) ^Jtf©^7K^Si^^*^5l:»%«±t?*?>MBi) IBStOlfc&fc 

3) *Rfc0TOfr*&ttJ&*JflT**fll!B:L) fe«feOWttM; 

5 ) p^^jjv^j-?-^- iv a«^ottajfiagd*s^s 2 a«±©5? 

6) i^y^;i^7W-if-iv la^ft^rrstftttttRSii^^^ 

IB 5) BBttOgg; 

7) »m^©WSfe«^fflT-^§MI35) flB$®E&$; 

8) ifiL^fii;T^u-c«> ^mib 5 ) rnmomm-, 

1 0)^8P#Pfl^C«'t'^7 o 5 1 ^;^7 a 5 1 ^-if-IVStt^ lOfcl^U 
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90%&t3-&#£k if - iv mmm^niammmm ; 

1 1) ig-^i R#»e> %mmz.t>tc-3T, m%^j^^J)^y°^- 

1 2) iF^©^8&*fe«^fflT^^Mffi9) , 1 0) 1) ©Vi 

13) jfil«T^JT*§tulB9) ,10) Refill) (D^-rn^tfB«(D 
WW; 

14) pf?L»jti^iiii3 9) > io) sfc«ii) (D^-fnmzmmvmmz 
#sh»i##, dpp-iv am dpp-iv [siwi^iMdu 

BMB) IC«k*»«:BC3.4.14.5] ©S^^ftBftTSn:*****^*. 
DPP-IV ISMte, DPP-IV M?S*feW&£ftW3l®0> ^-GQMI 

3&t^#rt^©a#iftftT?sfeoTViT , b«kVi. -r^fc-fe, dpp-iy nasam* 
&wtoT<Dim*&ttTMm.mwtti:-ot£mz dpp-iv Bssttstf-r* 

rfiHfcftWtoj Tfi^TfeiK dpp-iv Bam^ £#rtKU3tt£ 

aymond) 60^ Ttf-T^-X (Diabetes), 47 
#, 1 2 5 3- 1 2 5 81, 1 9 9 8^) j &fUfflLfc^fc«kOWBf S 

dpp-iv EatFSKflDJMMHt^Ttt, OTo^ti (1) ~ (8) wmizn 

( 1 ) WO02/062764 fcfBSfcSn&iS; : 
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R 



(I) 



L-NH 2 



[set 1 * A^^Bm^nx^Tfe^vi 5 - 1 os&mvz*. 

5 X -O-, -S-, -SO-, -S0 2 -Sfctt-NR 3 - (R 3 

X t?U^>> tf n U X^y-Jl/75X -W;-^75X HJx 
#/-;V7^X yyi'D^^SX N, N-^>v;kr^l/>>> 

iiitoioifi&fitLTti mm.'^mm, mm, mm. u> 

20 ^£i©t«^ti§. 

)vm, iy^m, m^m. ^v^ym, t?x>m, uww., u>=n& * 
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& (I) n&znzfc&m** &7jcfntn?&oT*>, zKf&«n?2&oTt><fc 

a (i) Tft*n*^«offa*«i:UTtt, OT©it£«w<£>n 

(fls^l-a) 
AW\ 
1) 

c H1 7MM ^b<ttx^;i/).s&ttc H ,7;vy-;u* <*F*b< 

h*v-#;k#X>W *5a«n* l&V>b3®©g&»£WbTVvrfc«J;V> 
4 ) 7 9 s)V&\M*. b < ttC ,_, 7)V*r)V- # ;W*x;K# £ b < H^-fe^W > 

*;ww;i/, ^y-^fc«i>- (/\ny>« : J t :fe«fctfc M 7JWn^^-* 
i^nx^T^i^iM-^M^ (#*b<ttfc!nys>x;i,;& 
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5) S^$tlT^Tt)=t^75y* (£?£b<&, tDVn^)V7^y) ; 
*) ] ; 

?;<i)V7=iy) , c H0 7;i/3^i/-^ji/^;i/75;i (flu *h 

^;i/757) , C s _ u 7V-)V-*Jltf-)l'7$.;& (flU ^>7-Ok75 
/) , C H0 '>^D7W-*M^75;l, C H! 77MW4^ 

(«, *9\;i/x;v*~;i'75A ^^^x^-;i/75;) , c W4 ru- 
;i>x;i/*-;i,7 5 / g£ £tfc ,. 6 7)Vn^y-fs)Vn^ )V7 % J S 

^ h^vO^WN*^ ;U75/))&>£8&ttS lfcV>L2ffl<&11&S£-£-*l"£ 

U-7U;k :t3\+^7 7 UJK ^77U;K xh^7UJk tfU>Uk bfa 

-f>F-Jk 5-t^ytW7^-3- f;k 5-^V^7^7 
7-^-3— -f-;W ] ; 
8) 75iVS; 
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XtffS^ ; 

! 

Mfe^WI -b) 

3) 7yM fcfc&JWWM ^ftJWIt'Ok fl;!^*^) ; 

4) II^T^TWt*! [Sf*b<«, C H 7^JH 

SKttxh^j^w » ~>7/X, *;wt^-f;pa6, 75 e 
y-^fc«> ? -c 2 . 10 7;i/*y^^7$y* (flu 7-t^7^y> -fv^> 
zj^uvrs.;) , c,. 10 7J^^y-*M-;v7syi (#k ;*b=^># 
;i/#-;w75/) , *mh^75;s, ^y-*fctty-c,. 10 7;p*;p 
-*;w^-r;P75y* ^^i^wt^-oi^s a v^i^wn* 
^;^7sy) , c t _ H 7V-)V-%)V#=-)V7$;m (#J> ^>w;P7^ 
/) > c W0 5/^D7;wp-*;w#^V7sya, c, IS 77^my 
-^j^zji/7$;s, ^y-s^tt^-c M0 7Mjw^-^7$;s 
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5 -;i/-3-^;0 ] ; 

bio ©7;wi# (#* b < ; 

Xifi-O- ; 

LifiC M9 7)V*\s> m^b<\t-CE 2 -) ; T'&Zit&mo 
j£ (I) T^$n5M©^T*t), tBfc>»*2- [3- 
15 J10 -4-y>3^>- 2— f y^;W-l-**y-l. 2-ytFD-6 

— ry4yu;w -i, 3-^7y-Ji/-4-*M^h'j;i/; 
2- [3- (757^^;i/) -4-yh+>— 2— ryy^ju-i-^y 
-l, 2-i?kh*a-6-' ry^/u;i/3 - 1, 3-?7y-^-4-M 
; 

20 2 - [3- (7^/;* 9^!/) -4-^h+y-2-fV^-l-t*V 
-1, 2-ykFo-6-^V + ;'J;H -1, 3-f7!/-;i'-4-M 

2- [3- (75/*5P;P) -4-yh*y-2-^VW-l-t+V 

-l, 2-s?kFn-6- ry^/u;i/] -i, 3-^7y-;i/-4-#;i/ 

25 ^>^x^;W; 

(e) -3- [3- (7=iy*?)V) -4-yh^->-2— ryy^- 1 
-^y-i, 2-5?kHQ-6- ry+y u;w -2-^t$F; 

(E) -3 - [3- (75y^^;u) -2— fy^;i/-4-7xn;i/-i 
-jf^y-i, 2-^bh*D-6— <y*y U;w -2-7"n^t5K; 
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3 _ (j^y^jV) -2-^7^-1-^7-4-7x^-1, 

2-{ [3- (75y*3\>W - 2 — f 7 73^- 4-7 xXJl/- 1 -xMr7 
- 1 , 2 -yt HP - 6 — f V*/ U;W t^M7t^$ Ffc£*WS:U>. 

(2) W095/15309 &£fcfBifc£*lfc5S; : 



K*, f ttl £fcte2£; gteO, ltfcH2S;Xfi-CHj- -O- 
-S-, -SO-, -S0 2 -£fcte-NR 3 - (R 3 «7K^M^^fc« C,_ 6 
7JWI/*£^T) SiRtt**^ ~>7/S, -CHO, -B(OH) 2 , 
-P(0)(OR 3 K -CCR 4 £fc&-CH = NR 5 (R 4 «7jc^0^ 7y 

mm?* c,_ 6 7^;^ sov*, xfps, -or 3 , -co 2 R 3 %rc\t 

-COR 3 * (R 3 tttuf3^|WI^«^T) ;R 5 tt7i^H, 7jc^»> -O 
R 3 , -OCOR 3 £fcte^>v;i/^*>-S£ (R 3 tefrifB£^lc«£^T) & 

Ptr;K -f77 p Ptf;K 7^;k <77*^ sec.-7*3\>k t.-7^;K ^ 

>9)V, ^7^>^;k ^^>5 t Jk i-x^;i/7Pfcf;K a^>-;k -tv 
^^>;k u-v^^Ji/T^k 2,2-^^;W7^;k i,i- s j 
;k 2-x^;i/7^&£^f£ti3 0 

Siutu a-7syie*fctt/3-75/Bi^f». £fte>7$ ym^i^T 



Mb 2] 
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ZZ.X\ a-75;itlTH 0d&«77-X 7)V#~>s 7W?¥ 

x 7XA7=f>», W5>, 7Mx*s>m> ^U^X k7^i?X 
-tvp^x p-rxx »»x ^ft=>, 7x-^77->, 7°du 

X tUX hM"-X hU^h^TX ^PXX /tUX yFJP'JX 
8-7^/ zs2n7?>M, p-7^/^a^>^>Wt, |3-7$;x^da 

*+j->k, 3-75 x^P^y^M, is-7$x:x^p^^>^w 

10 WTt>«tVi. 

±IEbfcar75yK*«t^j3-7^/Ktt, L#, DL ftCD^rtlTfc 

±13 7 5 X Mgg» 7 5 X £ i>7$X»^fc«75X Mlg± 

15 ±fBLfc rT5XS±©Mil«j tbTfcJu Blft$nTViTt)«kv^t:7K 

^«c l . l m;i^, c j .,r>^n7M;n, c 2 _ 6 rjvtr-jm. c 3 _ 12 v? 

' Q7JI^^ C, H 7MrZ^3t C 4 . 1! y^07M^I-;H 1 C 6 _ 14 7 
20 U-;H6 (^Kli7x-M) , C,. lf 77»i (ff*U<tt^>5? 

7i^fJH) > 7^t>^;I/S, k*^p [2.2.1]^^;^ k*> 
£ P [3. 1. 1] ^\7>;u»^ »W 

25 «m) ;>'7XS;7'>;HETfiSI$nTt)«tlri*Ka6; k Fn^y^fM; 
C,_ 6 7;i/P^'>S ; «&£ftTUT&J:V> C 6 _ u 7U-;Ug££km&£ftT 
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Z. r7 nr % ct V>zkSfc*J fc^tt^S^St ITU 

*/+itu;i/gft<hWtfe>n5. 
k c I _ 14 7U-;p**«fct«i*aiai», empJfgMSt i &v»L3fl©i 
io- snstiwTfe±<, :©i^iliiH}t fy^«AD^>M^ 

l^U3ffl©Any>I? «tf£L<«:7y|t) Tg^tlTfeJ;^ C,_ 6 

7Ji/3^yi ; #;w^>ji^ ; tDV/^t-om ; c,_ 6 7;wi'X;Ms-;i' 
* (0*b<«^^>z;^-;i/^) ; c,_,7;i/*;i>£T?^y 

15 B^tlTViTfe^V^S/^;^-;^ (#£L<te5^3^7$/7JW 

20 wib r«si$nTviTt>«k^fcr^u^;i/*j \z&tt%mm&tLT\$. 
®mt c 1 _,7;wp» ; t Ho^s/^^ai mib re#i$nwTfcefc^ 

misnx^xbk^ c,_ l0 7;un^^ 75wi^ v §m£nwTt>j:^7 
sya&twtfe-nso 
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X\*i x - W 7)V*M&> c s _ 12 '>^nm;VS, C 2 _ 10 7;i/^r-;^ c,.,,^ 

5 «t<, £0«fc-3fcB&S£L/T:fcfc, mk£7$/S, C,_ 6 7)V*)V-%M 
-^75/1 ($?£L<te7-fe^;i/75/g) , hHD^>S, C,_ 6 7)Vu 

C,_ 6 7;^;i/» (#!K h'J7Mn^5 : jH) , C,_ 5 7;i/3^v-S> c,_ 6 7;u 

^r)mi:^/-^rc\t^-mm^nx^xh^7^ym, t-Fn*^*, 
^tf+^akfe.ktf c,_ 6 TjPW-t+^AM-JH^ ssfctrnsw 

#*>-;i^ ts)vn^)vm. z x _ t 7)V*)V-**i't})\'iS-)vm$>£.TP£ 

^ (id TS^ns^^oitttUTtt, ^ (i) T^snsfc-g^oJa 

25 t^filCDfeO^f^nS. 

* (ID T«$ti5Mii, &t#ft«re&oT*>, 7KfPt)T$)^T : bJ: 

^ (id T^^n^fb'&tKD^ji^^tT^ ^ 
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NC 



O 

T&Sn* (2S)-l-{{{2-[(5-*>7 J tf U V >-2-4 )V) 7 5 J ] X3\>W 7 5 
7}7-fe?M-2->'7y-tfDU> ? > (DPP-728) (W098/19998 JC|H«fc) > 

5£ • 



HO 




H 9 £N 



Tgt£nM2S)-l-{[(3-t Fn*->-l-7^>?;W 75 /]7t?;W-2- 
5>7/-t?PU> > > (LAF237) (WOOO/34241 tC?B«t) . 

(2s)-i-{{{2-[(i-t!u 5 5?>-2— r;vtf^u s;>-4-^;H7 5;}7t^ 

M-2->7/-tfOU^> (WO02/30890 \ZWM) , 

10 (2s) -l- { { {2- [ ( tf 5 >-2--r ;W7$;] x^M 7 5 / } t^m-i- */7 
/-tin u s*>, (s)-i-{i-[5-(n,n-v^^;u7^ y x;i/*x;w-2-tf u >>;v 
75 / ]-2-y^;i/-2-7°a tf;v75 / }7-fe^;i/-2-tf uu s?>*;p#x h u 

;i/ (K-361) (W002/51836 (CfB40 » 

N-(N' HUfc^U ->;W-2->7/-tfn U 3?>»»fr ; 

15 5£ 

O 

1 O s 



CH 3 

T35$n*L-threo--f Va-f ^ ?7W?> (P32/98) , L-allo~<y 
u-(i/)V 9^71/ U>>X L-threo-f va-f fc°aU5/X L-allo— fvo 
-fy^ tfDUvX L-A*»j;l/ £nU^>&£©^77*U^>fc5V>tefc!D 
20 U^>»*# '(W001/72290&£K:i2m) ; 
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( 3 ) WO01/55105 CTi£ftfc N-g& 2 - 5/ TV tf U-)V& «fctf 2 - *>T 
;u)-2, 5-yk Fo-iH-Ko-;p-2-*;W#r: h U )W 

(4) W002/02560 fcflB*£ttfclt*SIMt'&*. *f*L<tt, 7-^>^;i/ 

5 -8-[6-(t Ho^>'/^;i/)-i,4-yTifA o >-w;i']-i,3-^^^;i/-3,7-^ 

h H07°U >-2,6-^>. 

(5) WO01/68603 fcEftetlfc, 9 s>7 P7°Pn>£ffiSiLfctf P U 5*>BM* 
#o »*L<«, (lS,3S,5S)-2-[(2S)-2-T$y-3,3-^^^^U;W-3- 

tfv7 a [3. 1. 0] A^>o 
10 (6) W002/14271 fcE«snfc7py 0F£L<«, 
(2 S) -1- [ (2S, 4S) -4- (3-£ n D -4->T / 7 x —)V) 7 5 7 -2- tf O >J ~ 
- ;]/] -2-~> 7 J tf a L) x 

(7) W002/38541 KSB«S ftfc y7 7 tf P U i? >HS#o »£L<teU 
(2S, 4S) - 1 - [ (2S, 3S) -2-7 5 J -3-7 > # J <i M -2-5/7/ -4- 

is Ptfpy^x (2s,4S)-2-s/7/-4-7;^P-i-[(i-t fp^>v^;i/)v7 

p^>^7 5;]7tfJHfn U Vy, (2S,4S)-2—>7/-4-7;V^-P 
-1-d-t: FP^v-3-7^T>^;V75 J ) 7-fe^tf P U ^>„ 

(8) WO02/02560, WO 03/055881, WO 03/040174, WO 03/037327, W003/035057, 
W0 03/035067, W0 03/024942, W0 03/024965, W0 03/004498, W0 03/004496, 

20 W0 03/000250, W0 03/002530, W0 03/002531, WO 03/002553, WO 03/000180, 
WO 03/000181, EP 1258476, WO 0251836, WO 02/68420, US 6432969 JplCfBtt 
Snfeft^ft ; P93/01 &£. 

*wmm*. wfo&smi t\t. mm*. a*iM«^2g 

25 (A° F;M5fe) &3ftfiUfttt9 O Om L £/BV>T/1 h*;UO|aHE» 1 O O r 

«\ Mdiu^oiwi o o %itBbfctt ©smm torn 
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tdpp-iv mmtm&&m^£&ittz^B&ffli t-w-r 

H SIzMtiSSH 1 tt> *£RJKf £ H t K: «k 0 At* H a W t 0 , 

litems dpp-iv m^^ra^s^ -»*vitt^ne#*57K^ 
#orr* c ttcfc o dpp-iv B^iioftw&ttii-e^ss^saflc-rs. 

I*«*ttS^©tt«fck tt*«2MX*»8W>«i« 2(TC) 
tVX, ^K«lmPa • s&±, i0lf^U<tt4mPa • s£U:T 

£fcfcJ:oT, DPP-IV PlSm«mfflFNl?r 

£zKttfc#^©JM*^£LT«> HPC-SSL Gffifi£* B*W^ (») 
8) W'CfcWS 2 M*7R»«c©tt& : 2. 0~2. 9mPa-sK 
HPC-SL (iSp a p^ H*W(«0 «) (20"CIC*»tS 2 
(Dffi^:3. 0~5. 9mPa-s) , HPC-L (» B*fl (80 
K) (20t:K:^ttS2SfiX7K^©ttft:.6. 0~10. 0mPa-s), 
HPC-M OSfi^ B#Wil OHO ») <2<nCfc$3M.2 Sfi%7ki«© 

: 150~400mPa-s)> HPC-H (i£p a p£, U*WM (W) 
m (20°C£:W£ 2M*%7k«©*i^ : 1000~40 0 0mPa-s) 
fc£©fc HD^r^yDtfJl/ir^D-T. (HPC) ; 

-fi5g*»?K©*fif£: *94mPa • -s) . TC-5RW (i&p a p£> «fiMt3£r 
H OHO'ffi) (20t:fc:j3tt3 2li%7K»i^:*56mPa • s) , T 

c - 5 s mmit^xm («o ») woidcstts 2 
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©«i*:»l 5mPa • s) , ^hD-X6 0SH-5 0 (ffiA£« flWWb 
¥IH (I*) §4) (20TCfc£ttS 2 «*%7KMco^ :i50mPa-s), 

* hP-X6 5 SH- 5 0 (jSo D p^, fltitt^X* (ft) St) 

3 2 M%7kf^©M : #U5 OmP a • s) , * hP-X9 0 SH- 1 0 

5 o <m&&. mmt^xm (ft) ») aot^&tts 2 : 

#910 OmP a • s) , *>D-X9 0SH-100SR (iSA£> fnMik 

¥xn (ft) m wc\zmz> 2 mmximmm^m : m 1 0 o m p a • 

s K * h D-X 6 5 S H - 4 0 0 (ffiAg, ffffifl^Iit (ft) ft) (201C 
KfcttS 2 Sfi%*iS?£0?*!ift : #94 0 OmP a • s) * * HD-X9 0 S 

10 H-400 mst^ts mmc^xm (ft) s> atrcfc^w-* 2 aa%zKjg 

:#94 0 OmP a • s) , * hP-X6 5 SH— 1 5 0 0 (®A£> 

«8ft#i8t (ft) IS) ttotufctts 2 &m%jmmo%& : #91 5 0 0 

mPa-s), ;* hp— X6 0 SH— 4 0 0 0 (SSi&£> «*Mb^nJI (ft) 
SD (2(TCte:43tt3 2 fi»%7K«©M :!540 0 0mPa-s) » ;* h 

15 p-X6 5 sh-4 o o o mmit^xm (ft) w (ivc\z&tf 

§ 2 SftK*#ttOttft : #94 0 0 OmP a • s) , ;* hD-X9 OSH- 

4000 m&&s mm^xm (ft) to mwz&nz 2 mm%^mm 

(Dffim : #94 0 0 OmP a • s) > * hP-X9 0SH-4000SR (M 

a«, mm^xm (ft) to w^tts 2 a*^7K»*ottft : #94 

20 0 0 OmP a • s) , ^ hP-X9 0 SH- 3 0 0 0 0 isMit^ 
xm (ft) ») M'Cfc&ttS 2 H*%zfc»i£©#ig : #9 3 0 0 0 OmP a • 
s) > * ho-X9 OS H- 100000 (fflp^, MjSMk^Xli (ft) tO 
. (20TCfc*5Jt« 2 SS*zfcjgiK©J|fc& : m 100000 mP a - s) > *h 
P-X90SH-100000SR (ffiA«« (ft) S) (2(TC 

25 fcfcttS 2 a*%7jc^©^ : #9 1 0 0 0 0 OmP a • s ) ft£©fc HP 

* hP-XSMl 5 GftA£, (ft) 8) (ttH : #91 5mP 
a - s, 2 2 0TC) , *hP-XSM2 5 (KA£>. flTiWb 
#Iit(ft) 8) (20-0^^5 2SM«*»*OJ|ftS:#9 2 5mP a • s) , 
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*hd-xsmi o o osa«» mmit^xm m m) wx:\zmz> 2 
mmxymno^m mi 0 omp a • s) , *bP-xsM4oo gsa 
£, mmit^nm oho w mwz&wz 2 s*%zK&tt®ffift = $J4 0 

OmP a • s) , hP-XSMl 5 0 0 (ffiA£* ffiiS-fb^Iit (HO U) 
5 (2(TCK::l3tt5 2 MX7fcjgiS©«i« : $1 5 0 OmP a • s) , ;*hP- 

xsm4 o o o osa«* ®®fc*xm m w wviz&nz 2 mm% 

7K*?S0*!i«: *94 0 0 OmP a • s) , ;* hP-XSM8 0 0 0 (iSiB^, 

inmik^xn oho «) ao'ccws 2 a»%7K«©it5M :»sooo 

mPa • s) tegO^^MLfWo-X ; 
10 WSR N-l 2K (M&%. a~^>*-AM HtfcjR) (2(TCfc:fett<5 2 
fifi%7jc»©«: 400-800 mPa-s)> WSR N-60K(iS 

a«, 3.-^>^-n< nasi) ao'CKiws 2 s*%*s&sw>*i& : 2 

0 0 0 — 4 OOOmPa* s) , WSR 301 rL-^->#— A 

-f Hthtt) (25*C £431*5 1 aS%7K«®tt^ : 1500-4500 mP 

15 a-s),WSR Coagulant 3.^>*-/H FttI) 

(25TCfc:&tt* 1 a*%7KW©^S : 4500-7500 mP a - s) , 
WSR 3 0 3 (ftA«« P.n:*>#-AM Flti) (25T^&tt3 1 S*% 
7K«©ffiS : 7500-1000 OmP a • s) , WSR 3 0 8 (Sift 
j.-^->*-/^ HMD (25*Cfc*^5 1 S*%*i8ifc©tt& : 1 0 

20 000-1500 OmP a • s) fei e O*Ui?l/>^yF ; 

+h>P-XF - 1 5 OMC B*S«M) ttBTCfcfcttS 1 

*»tt©«ift : 1200-1800 mP a- sK +f>P-XF-3 0 OM 
C (ffiA£« B*iiti) (ZBTStefett* 1 m*«*j$«t©«t« : 2 5 0 
0~3000mPa-s), if>P-XF- 1 0 0 OMC OSA£» B*® 

25 ffittft) (25*C^^S 1 mS%*»«t©*Sflf : 8000-12000mP 
a - s) ^£(D^;V^^^^ir;UP-X^hU^A;?5;<h>We)n§c 

®n&mw<D dpp- iv b**cd«»> dpp- iv mw* 

^UE\Z^XmtS.^>ifi, m(il~9 0ii%, ff£b<te5-8 0» 
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*b<ttl 0~8 0M*%T&3o 

10 *%w<DimGMmt* dpp-iv aftdtftTKttifis^iiSfi^u, ^s-r 

§S«» Sffi § c t *>t# § . 

h-;k >>y>, a^>^>> f^bux tt*-fe;pn-x, 
20 UkFo^^ni;;nj;i/D-^, #;i^>^^;H?;i/P-x^ h u 

-feJUP-X^hU^A, teH-fe^D-^, e*t> D-V>~h-;K biW\ 
P-X, r^Xh'JX yj^>, hFP^^yPtf;Hr;WP-7., kFP 
*v7°p t^^kk^p-*, #U t:n;Hf p <J H>^tW5n5. 
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m * /3-*p^x ^ony^Jk OX?, ^H~m 

S ©IlS$»ai1fe&*St* p HJd J; D gfc £. H © & o 

7*7;H6, 3A^f, Tl/-f>^ 77/\°^>^> W^5> 
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3 0H%ta55. 

K £v\ £V> ^n, +r;k TC77» 7>>h) fcftU &ffl^JH© 

fgHDLjfiife -km^mskm \ nwm.it> mmm^ cigt (impaired 

Glucose Tolerance)]* I FG (Impaired FastingGlucoseK I FG (Impaired 
Fasting Glycemia) , ttF£*itt£ft£ [0>J> ttllS. 6ft 

mm&mfc* pbkni, hh©^ hsjuiwws, *ntjiiLfr»g] &£© 

#IPJ©#;;&tt»Jte> SIIS^, IFG (Impaired Fasting 
Glucose) t&IJIFG (Impaired Fasting Glycemia) j&> 6»ttFSJPi^©Jifi 

S&fc, *56WO»*ttjttfltt, # (IS MIS) 5? (ISM) S 

DPP-IYIfiSSSfck i«JliL8f©J&f mmtii&feifil 26mg/d 

l£JLh*&«7 SgftPyK^IIAlUfttlfc ( 7 5 g OGTT) 2l$mit#Sl 

4 0rag/d lM±r&%mmteE). fc&V^T, attWte'f >XU 
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T?fcSDPP-IVMg&ffi#10S£bT*9O. 0 1-10 Omg/kgftl, 
£?£b<&0. 0 5~3 0mg/kgm $5l:j?*U<tt0. 1-10 
mg/kg#lT?$0, £©a;£l S llll'-2liS4*r*llt*«SI*bVi e 

*5898©lfeRtt8Wfl©4#ftT?© DPP-IV fi«FXttttifflm», S V < « 1 

dpp-iv MHI*filS«© : PI&*fett^*k:fflVi*»'&» dpp-iv <om 
io GLP— 1 #**WRfcl*fc$HB3n*fc»lc, fefeiiufc dpp-iv 

fcKJBfS&H****^ *»W0#ttttWa», WMtetefcoTfiPP-lv 
Pl#m^^fcBT#^feJ6, 1 0 1 @0lRfflT?'b+^DPP-IYffi«a*&56» 

25 dpp-iv mmm 1 iiscml, ^iii q . 0 1 - 1 0 0 mmm 
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X U >M ;^>XU>©77^> h ^fc«^S# (FlK INS-lf)), 

U^/X GI-26257 0, ^IfXReglixane) (J TT-5 0 1), 
*b^U:*7>(Netoglitazone) (MCC- 5 5 5), YM-4 4,0, KRP- 
5 2 9 7, CS-01L FK-6 14, yflt/V ^+f-;KRagagli tazar) (N 
N-6'2 2), x1*^U*1f-;HTesaglitazar)(AZ-2 4 2h BMS-2 
9 8 5 8 5, EML-1 6336, WO 99/5851 0 \Z%m.(D\Y&m M 

(E) -4- [4- (5-^5 1 ;i/-2-7xn;i/-4-^ityu;M 

-4-7z^|/§l) ) , PPARrT^-X 
10 K PPARrT>^^f-Xh, PPARr/ax^-TJl/T^-XK a-tffrx*/? 

— tfftSffil (0U #^U#-*, s^'JMk xs^'Jf 

15 ^U#55?F, ^DJ^o/UH, h^ifSF, T-feh^PlfS b\ 9 

&«] , GLP-l3*#7=f~Xh [#K GLP-1, NN-2211, AC -2993 
(exendin-4) , B I M-51077, A i b (8, 35) h GLP-1 (7, 37) NH ,]., 
20 75U>7^7h :/5AU>^K) , 7tX7*fn-»7*77 

7*r-w&m n-rvym * 3 37^-7^ h cl - 3 1 6 2 

43, SR- 5 8 6 1 1 -A, UL-TG-30.7, SB- 2 2 6 5 5 2, 
• AJ-9677, BMS-196085, AZ40140) , Hlfr^l&ftfl 
(«, ^Un-y>^X*U^"«^ ^3-X-6-*777^- 
25 tfMffl; ^*^>»SWfl, V7h7^?>»7^H > SGL 
T (sodium-glucose cotransporter) mMM (frl T- 1 0 9 5) mifimf 

X^yK l^H/^^yb. VjrUZfyh, "MfrVTsZyY. S.±)V 
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l/^«;K 7^7>77yK SNK-8 6 0, CT-112) , W&%. 

mm^^n^^mim (M* ngf, nt-3, bdnf, wooi/i 
437 2\zmw,<D~3.-uhuyj>m*k'ftmi®m wmt4- u- 

7PP7xP;i/) -2- (2-^Jhl-^^/'J^) -5- [3- (2 
5 -^Wi^y) 7°nkfjW tW^-j^i') ) , ttlRMi (flu 
Y-128), PKCmmmiM, LY-3 3 3 5 3 D, AGEP1«^J 
ALT9 4 6> (£?^>, bf^b^^X N-7xt^7V'J OA 
7PT< F (ALT7 6 6) , EXO-2 2 6) , ? 

<to (#K tu;u^?x ~»at;^>\ d/u^^x 

^bu^AM) ) > x?7u>Gimm®.mM W097/10224 

15 P kfJl/)-7-7 O 0-5-(2, 3-7* ~> 7 xXJP) -2-^*7-1, 2, 3, 5-7" h 7 

k H p-4, i-^>7:**iHftr 7-3-01/] tr^u -77-«m&£) > 
yjyy—h&ikGto (#i> ^if7^77-K 7p7^77-k yA7 

^f77-K 7U/7^7^~h) , ACATlMftJ (#K 7/ty7^7 
(Avasimibe) , I7JVy?-f7* (Ef lucimibe) ) , l-ft>$Mi (#l> 
20 P kX3^5 » » 7P7*P-;K ~n3->M%MM (M. PP^-JKnicomol), 
-•fe U h P -;Kni cer i t r 0 1) ) , -f P 7 hKx3=-;k Wt/7 x P 
y-f 7xP-;Ksoysterol), 5Ef>T^-U1f 7 -;Kt -oryzanol)) <fj&t$£tf 

25 x777u;k x77°ujw s 7>-7*x>v> umam 

it;i/^>, >owwi/*x *yu-;k*» , #;k77MTOfiJ .(flu 

~7tf>, -7x-7E7> 7AP-7t!>, X*X-7tf7, X#;k7t!7) , * 
'J^Aft^HPi^, ]/77PV^UAa-27152,AL 067KNIP-121), 
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=HJ->:7x*$x v^>F-;k 7i^7'o/v-JP7$X ^n^> 

(0!), CL-3 1 6 24 3, SR- 5 8 6 1 1 - A, UL-TG-3 0 7, 
SB-226552, A J - 9 6 7 7, BMS- 1 9 6 0 8 5, AZ401 
40) , ^^Ftt*ft»M* («, VZf?->, CNTF 
S^) ) , 3l/:>Xh=}rX>7P*X7;h (#K U>^hU7°h, FPL-l 

io 5 8 4 9) mtfimi e>n§o 

t7"U5X •9-'Jf»JV'>7Aft7*D5» , ?Ti?mUM 

7^h\ tFD7;W^7yF, **>^;Hi Ho^po^F, ^>7;i/ 
15 ^vh\ tfU^T-?^ /^Df7yF) > fi7Jl/FXfn>ii 

Xk°P/^h>, FU7AfM > KB6KtK»^M^ (M, 7**1/ 
7$F) , #D;i/^>if>x;P*>75 («, ^WJFX * 

'7;i/>'h\ -r>^A*5F) , 77-fe==b\ -fvv;vt?b\ x**u>Bt t? 

^F\ 7*^^-F, 7nt5Ff»^ti5. 

20 ttJii^fcUTtt, WAtf^U> (M, aau^HJ^A, aa°U> 
#;^>^A, ^;I/t-a°U >^-hU«7A(dalteparin sodium)) , 7^7 7'J 
> (0!K 7JI/7 7U >*U!7A) , ft h (#K T)WhUrt> 

(aragatroban)) , skfeffiMM (0!K uu^-i— if (urokinase), TV^— 
if (tisokinaseh 7JWt"^7— i?(al teplase), j-?"??—- tf (nateplase), 

25 ^yf-y'^— if (monteplase), A'$f^7- if (pamiteplase)) , i/Mli 
JtpffiiJIg (0iU Jfigfc^Ptf^Xticlopidine ; hydrochloride), yn^y- 
;Kcilostazol), -<niM>hBfcX3\>k ^57D7, h U #A(beraprost 
sodium), iLiH^Jl^^W— Msarpogrelate hydrochloride)) foEfi^Vf 
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*56Wtt, S&fc TDPP-IV |?I^(D^tBiSS^^§2TO±0 DPP-IV 

r^T, tdpp-iv pi«^«^jj dpp-iv mmm&^-tz>MM-?$> 

tltt<, Mtt^^otfeltttSiT^oTfeckK *fc, TDPP-IV 

\vm^mmmfr*>%W}&mz£K)i&m-t%>mms mmnm&izm* dpp- 
iv a«FHs»m-r*»a, si*pH©£ft;Kjs*rbT dpp-iv Rsgggftm 

dpp-iv B***ftmr*M,JW«»*vi^»k:j;ofiPifcw*n*wa3ft 

iT)pp-ivia*^s©a*^s»ffi«K:«fcottffl , r*waj tur 

^^h'J'^m Wlts^ij («u x^H?;up-x&£©-fe;un 
raKB©«*ic#v> dpp-iv B^isamr^awij tuta, wfctftf 

U2fij3— JWfc^U-feU F Geluci re50/13 
GATTE FOS S Eft®!) Sfl^^flJ&^tf^tf £>tl& 0 

rm»pH©^btc««LT dpp-iv M3l&»tfl-r*«K!lJ fcUTWu 
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3VhL-3 0D5 5 (ffiA«, 3 , *9T9V)Vm 

rsgii7K#£i& o atr - 1 ic «t o jeBrttf^wa^*©^*^*^ dpp- iv 
r**»*vitt»#icj;oapiJ[W*n*WBj tutu, wl&dpp-iv 

*»^oE*S*^*r* r 2 TO±© DPP-IV |S*|g^WMJ oftttlW 

0DPP-ivBa*ai^rtittWj w--mm-v$>it%&^v, s^a&bfc 

*»«©««T?<fcoT'6>.kV>. ddT^-WatbTtt, 2 SRh© DPP-IV 

#^Hji<z)gism,DPP-iv i&m^ifcRttftKffli fc dpp-iv mmmsmmm 
mm t a&fr&toitfrttz z: tim* b < , ^©=t"5 ttf&fr&bit&nm 
nctiaoT> T«n& dpp-iv pi#™ 

DPP-iv EMfSrtfttH*© dpp-iv IHO^IH:'. dpp- iv ffi«©S 
DPP-IV B«F*frtrto©»I»tt» IMEbfc*58WO»»ttttW©«^i:ra 
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5a ^ *3> ?yh) K3*U «riBLfc#589J© 

*»«©«©«■*»»** ttKUBjeattf* 2 «±© DPP-IV 

a**^Wtt»J^»*^t>$ ttWtlfif <k Vi. £ © =fc ? fcK#JBI8 £ LT tt, 

mtf, i)-2««±©npp-iYa«^lM©*-»wtu*cotS!#, 2) 

2^±ODPP-IVlfi*l!l^»fflO*»»^fc^T©raWfft#, 3) 2 ffi^ 
±0 DPP-IY ia*|g^t!^0**»3WtUT©I^M^**^T©fi#«:^ 

dpp-iy i&m&afti mMt vxmo. oi~ioomg/kg^i, 

U<ttO. 0 5~3Omg/kg#i, $ S b < teO . 1-1 Omg 
/kg^i^D, C©fi£l S l@~2HIft#-rs^4:3&«a*bV».*fc, 
#5giK©B8i«, ^#rt^*3^^DPP-IVPl#^©M»^< t 6 

«0J?©ESlte, g5fBLfc*^©»ttttS»J©®^^^«©#ffi^it 
^SSSBftv £ Sfc, r®-^ 1 HHtllMt DPP-IV 10 fcV>L 90% 

.(ff*L<»io^vib85%) fgT$-&#^^ dpp-iv mmm^ikmrnm 

Mi. rS4 8I^W«fcJlllJ8ltDPP-IY«tt*10^b90X ($?£b<«10 
fcV>L 85%) <gT£-£#3> DPP-IV MH^»ffi«!l«l®«OJ * 12 
P#«£jfo2£4> DPP-IV 10fcV>b90% <«P£U<ttlOfcV*l/ 85%) 

teT3-&#S* DPP-IV BEWK^nftttiffiflPSHDJ > r &-^ l 8M*» e> 8 m 
IfflfcfcfcoT, DPP-IV 10 90% (£?£L<& 10 fc^L 

85%) {sr$"&#§> dpp-iv mmm^mmmmmi , rtawmw* 

6 12P#Mfct)fc'3T, DPP-IV 10 fc^L 90% (ff£L<«10 



WO 2004/024184 PCT/JP2003/011570 

28 

5.' i«©M M, m^S^OTM^)' fc<fc-oT, dpp-iv 

^tt^J;tK^0i£T*^WcC^^^*§^% ^PIMI^ 1 DPP-IV ffitt 
£l0£lib90% (£?l;b<te 10 &<^b85%) {gT^-frtt^m^MT 

^spid, #ipj© rDPP-iv m.mm^i&mmmM} kjsts. 

%.%W<D DPP-IV |fiiF*'grWftttHW»»»ltt.' MS* DPP-IV 10 75: 

V^L, 90%. £?£b<tel0ft^L85%, £ 5tff*U< fit 10 &V*b 80%. ft 

jfium+iipp-iYffitttt, mfcm&^&wciBirfs rwt>F (Ra 

ymond) £©#& (Diabetes), 47#, 

1 2 5 3-1 2 5 81, 1 9 9 8^) J ««JE Lfc#8cK:<k OSHTT* - t 

#t?#s. tmhtzMm* dpp-iv ?£«tto, a*o«is«sHF«i , r*ntf, 

•±IEl/fctt (10, 15, 75, 80, 85, 90%) £JlfcoTtvr*>«fc^. 
Ml* DPP-IV ?£tt4ST*fck DPP-IV n&tt®SI€fefc«fcoT, ±ISL 

WTfc«fcV>, Wtfct- DPP-IV igtt©W£fcfr©*T?, 

*S©Sm, £ftft& RJ^NfW, ^5^««©f&^fg^£^±|B» 
CR«©;friS tmt£%W>&te\t, «* DPP-IV flH£ttT*tt±IBbfcltJ; 0 
fc3&fc*#fcflrefcoT'b«fc<, #lRfif, 90%fi£95%£Lh©{fiT&oTt> 

#fpj© DPP-IV PM^«tHMrai:bT«, tuf3bfc*^0J© 
DPP-IV Pl^^W»J©3-&, DPP-IV K«0ttffl#tt»£ftfc«ffl#^tf 

IWBbfc*5fiW©ra©5-&©rbpp-iv MH^^ttttSWJi: DPP-IV 

#fgaj© dpp-iv fim^rttuffiiiaaii», *tt**fi< > Mfcm<b'j>tz< , 

■t9LM<Mi fcK ^v, 9*?, -f^, tf;k 77 b) Ic 

**u friabfc*^^©»»tt»at^©#a^s©^B&*fctt^«^Jt 
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*»w©DPP-ivBiF****ffiiw»«?a©tt^*tt, s-^su 

K £te«koTfcSfc*#, 09*«j£A©«Sm^J£#taiini9!# 

1"-5*&* AH4^1?»*DPP-IYRaWII*a#llHl*tbT»0. 0 1-1 
5 0 0mg/kg#l, &SKttO. 0 5-3 0mg/kg#l, 
£U<&0. 1 — 1 Omg/k g#lT^D> £©*£ 1 0 1 HI- 2 

fcft\Z&tfZ> DPP-IV £&2SS©tfUB#*i>fc < t t)*WJ^ 2 ft^gg OSF 

10 bVi. 

*^bj© dpp-iv isitttttti^iiifi iwaLfc*»9i©»tttttt« 

-4-7i-;iri, 2-5?k Ha< y^y u >-6-^;v#^+i-^ b*£\ 

^^b« 2-{[3-(T5 y y^jH-7x-;iri-^.y-i, 2- 

20 t H D -6--f V ; U - JW t 7 1 h 7 5 F -*?P4&£* 

ft'&ftCttL-threo-'f VP-f 9-7W?> (P32/98) ***l*tt**i: 

1 

(150mg) , ¥L» (1184mg) , P->7>^-^ (360mg) » HPC- 

25 l (AA«, s#Wii (*) fi) (60mg) , *;^^>^^;i/-fe;pp-x* 

;Pi/«7A : ECG5 0 5, £ffi£igi (80 fi) (60rag) , 

P-7. : 7t*t;K M«XH (flc) fi) (172mg) *J;^r7U 

>WL'?#*i'V& (Hmg) U&. %*>MW&®<b5% 200mg 

^?Sffi#>y^l/X^ (WiiS) £ffl(^TfT$gU itg 8mm ©M£ 
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2 

^kE©«^1~6, 8-10., 1 6*>£tfl 7T?JflV>£flS'&toAKk & 
ft^t/A -^Stifi (2.04 g, 5 mmol) ©* (20 mL) fclftfclfcjg zK^fc 

10 fr&WttlU/T, ffr&ftA (0. 87 g, 82.9*) ©M£#fco 

®tFf^ :20 (° ) MP® : dtt (t>^ho-A) 
5.9 8 14.8 
7.8 8 11.2 
15 8.44 1 0.5 

17.1 5.19 

m&<DnnM7&,i:Z$l 8-2 3*T!m>&fl;'&WAfik XlO&DizLxm 
20 ilLfc. 

1 ) 3-(7$; *5P;i/)-2--f V ^hl-t*V-4-7x-;hl, 2-yt H P-f 
73V U>-6-*;i/fchU;K0.80g, 2.4mmol), TKKffctf-MJ^A 
7K»»t (0.48 iL, 0.48 nmol):fc«klft|c (1.42 mL) ©i^C, 5?*3MI/* 

■ (2.0 ml) 85t:T 1 B#Pa&J£Lfc. 1 BJIHJjW* 

25 T*m**Wfr3flbfc«, 1 l5H*i8+Tfif#bfc. tfffiUfcttrtfcSttU * 
(1 mL) Tife#&, 50C*T?«£E*aftbT, rt^A ■ 1/2 ^^TJl/**}' 
Fft* (0. 88 g, 93*) &imtLT#fe. 

2) ffr&fcA • l/2^^-;i/^;W**^H»* (10.0 g, 26 mmol) t*9S 
-)V (40 mL) <DW&m* 60"CT*^LT«F*ft#fc. 60<CT 1 
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mm mm m n) zmuhx. w P H^i.5i;iibm ettift(o.5 

g) £SsJnU 60 , CT10^|IBil^l/fc. «&K£5flfcU ^y-JW-7k (2 : 
^-77K (15 mL) ^iJDUT, i«© pH § 7. 3 Clllfc. ©SICtK (1.3 

mD *mTvt£&, i ^w^^x^^T^b, £ ^fc^+T? i p#ra«# 

bfc. Wfcbb&ttft£33fcU ^bfc^^y-^-TK (1 : 1, 15 mL) Xft. 
?*bfc«, WVxmBftt&VTco '&P>tlt£BM> GO g) tmmx^)V (lOOmD 

£©*i-&ti£, 75°ct i PtOT^ufco f^nsiit^ i str^w-x^ 

JL^)V (20 mL) 50'CT?«JEK«|bT, A (7. 5 g, 85X) S 

®m&:2d (° ) IH»:dtt (t>^bD-A) 

8.9 8 9.8 4 

10.0 8.8 2 

16.0 5.5 5 

17.1 5.19 
2 2.9 3.8 8 
2 4.8 3.5 9 
2 5.8 3.4 6 

##0!J4 

H5&0^««13-1 5*Cfl3^fc'fb'&ttBtt, SfcOiSfcLTfijiLfc. 

2- {[3-(75/^ -2— r v ^;w-4- 7 x-jm-^v -1 , 2- v t h p 

-6— f y^/U— ;W^'>}7irhT5 H (1.0 g, 2. 6 mmol) £X^y-;V 
(10 mL)£Mfc}£$£-ti\ 7K(10 mL)£trax.fc, ^©^ te£4£jB©«*§l|£ 
»U ^«T$gbfc 0 «ffflbfcttS&55tU 7jO?»bT, 
B(0.31 g, 31.0%) ©fg^^ttfco 
TClUfrflHi C 22 H 25 N 3 0 3 H 2 0 thX 
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SUfii: C, 66.48; H, 6.85; N, 10.57. 
&Mt: C, 66.51; H, 7. 05; N, 10.50. 

2 0 (° ) mmm: dm (t>^hP-A) 



5 



7. 


5 0 


11. 


7 8 


1 1. 


2 


7. 


8 9 


1 3. 


7 


6. 


4 6 


1 4. 


7 


6. 


0 4 


1 8. 


5 


4. 


8 0 


1 9. 


8 


4. 


4 7 


2 0. 


4 


4. 


3 5 


2 7. 


4 


3. 


2 5 



$mm i 

15 fc£-f3A (lOOmg) , HPC-L (jS>?p^> B*W« (W) M) (180mg) £ 

j;;>'hp.c-m mshz, a*wm M) w> momg) ^iwr^Lfco 

#£*l3?g-&tl©5l3 200mg ^^ffi^>^^l/7,a (SW^M) 
Xtml, jt#8nun©^J^#fcc 
2 

20 it^A (lOOmg) , HPC-L B#W3§ (AO ®i) (450mg) £ 

cktXHPC-M S*#^ (80 fi) (450mg) *%MXM^tZo 

%t>*lZ>U%mOo% 200mg £?ftJ£#>:/5£:/I/X*l (llUSi) 
TfttfeU E^8ii©^J^#feo 
»0I 3 

25 it&WA (lOOmg) , HPC-L (igp°p£> (tfc) If) (720mg) 43 

whpc-m b*wm m m) (i80m g ) *%m^M%hrco 
®t>nz>m.%m(D*)% 2oomg zmiz-tfy-f^uzm (Will) 

TfTHU tt@8mm©^JS#fcc 
HIS#] 4 
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4t&®A (lOOmg) , Polyox WS R 3 0 3 (i£p a p£> rLX*>;*J-A* 
■i FtfcSD (720mg) fed;^UX5 L l/>^U3-;V6 0 0 0 (180mg) £?L 
^T^b^io #£>tl3*g£tl©0"£ 200mg £H*lJ£tf >7°5£7>X$t (SW 
ttttSl) £/i?UT*Ti£U itg 8mm ©ratr#fc 0 

5 mmm 5 

-fb^tlA (lOOmg) , Polyox WSR303 (i$p n p£, J-n^->*-A* 
-f F*h») (450mg) *«t^#UX^l<>^U3-;U6 0.0 0 (450mg) £?L 

M^ifco $#&tt*ig£fc©"5"& 2oomg (sw 
10 mmm 6 

ffr&fcf A (lOOmg) , Polyox WSR303 (ffiA«, 

<h*a«) (180mg) &&tf#V3- : ?U>#Vn-)\,6 0 0 0 (720mg) £?L 

ra^ifc. nt>nz>w&mo?% 2oomg ^iff*>ysyi/7i osw 
15 £jwy7 

1"fc£-#jA (300mg) ^HPC-M Q*WB (#) fi) (700mg) 

mmm 8 

20 itGtok (78mg) , TC-5S fsil^Iil (80 M) (47mg) , 

p< hO-X9 0 SH4 0 0 0 08 A£* {f^b^lH (**) St) (190mg) & 
mf7U>t-7^^A (2.4mg) »e>*l*i&&* 
05$ 243mg *i*ffi#>:755;:/l'Xttl GifflMMiS) SfflVVTfflfeU 
8mm ©MJ^fffco 

25 *J<S0il 9 

fct>mA (79mg) , TC-5S (ffiA«, flttMfc*!* (I*) ft) (119mg) , 
* 0 SH4 0 0 0 (ftA£* TOk^XH («e) St) (H8mg) £ 

«fc^7.T-TU>m^^'>^A (2.4mg) *?L#T«£l/&. 
©5$ 243ng *^EE#>^ay^«l (SWUM) £/B^T*TteU itg 
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8mm ©M£#fco 

mmm i o 

-fb^WA (79mg) , TC-5 S (i£ n n p£> IS^b^XH (ft) ft) (190mg) , 

* ha-x9 osh4o.oo (m&&s mmit^xm m m Mm) * 

©5t> 243mg ^»>^1/X« (Sffiffifcft) Sffl^TflTfilU AS 
8mm ©IHai*#fe. 
HIS^I 1 1 

<b£%C (lOOmg) , HPC-L (fta« v B*tf£ (ft) S3) (450mg) £ 
MPC-M (ffiA£. B*#B (ft) ft) (450mg) SIL#T?S^bfc. 

w&n^fi^*©^ 2oomg ^m&t^^uT.m 

TfflSU E@ 8mm ©M£#fco 

mmm 1 2 

jfr&lfcC (lOOmg) > HPC-L (iSA£, B#Wj1 (ft) ft) (72'0mg) $3 
MPC-M (i&p a p£> B**» (ft) ft) (180mg) &?Lfla?il£L-fc. 
#6n-5S^*©5-6 200mg £»I£tf >7°5£:7>X$i (SWRHtft) &/B^ 
TfTfeb, Eg 8mm ©£8d£#jfe:. 
1 3 

-fb^B (75mg) ^HPC-L 0SA£»' B^Wil (ft) ft) (925mg) 

mnm 1 4 

4t&®B (37.5mg) , HPC-L (M£, B#WB (ft) ft) (370mg) £> 
WHPC-M («p d p«. B*W^ (ft) ft) (92.5mg) S?L#-pS'&bfc. 

nt>nz>m£>m(D?*> 2oomg £iftjE#>7a7V*tti (awttttft) sfflv^ 

TtT$IL> Eg 8mm ©*@B£#&. 
1 5 

Ib^B (37.5mg) , HPC-L (i§p a p£, B#WJt (ft) ft) (231. 3mg) 
*WHPC-M (ffiA«< B«B (ft) ft) (231. 3mg) ^?L^T?I^L 
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fro #&n*«!-&«J©5-6 200mg £*fiJ£^>7°5S7VX$t (SBMmtS) £ 

mmm 1 6 

ffr&*A(120ig)S»7 OT^MbfcGe lucire.50/13 (^M, 
5 Gattefossel) (2280mg) tIJPU Jf^Lfc. #^n*S^ 
©5*> 400mg * 1 ^if^>#7°-tr;!/fc3frKU £i&T2 4ra#C«bTia 

H» 1 7 

«9 0'CT?»«Lfc*;id-^/tP^ (i£q D p£ :^'Jy>^7-^X 103, 7D 
10 -f >hEH©) (228mg) CGelucire50/13 Ga t t 

efosseffl (2052mg) £8anU ®8 OtMbfc, 
mzit&WlA (120mg) fcSfebPU ift#bfc. f#£h§2g£^£>5-£ 400mg * 

«0J 1 8 

15 flS-fitfbA (lOOmg) , ffltefc^ifl (FSM : ^7*U7y£X10U 7D-f> 
h£3S») (500mg) , ^I>i (lOOmg) (300mg) ^%W^U^ 

Ltco ftbtiZmGOKDSt 200mg £iftjE#>7'5£7V*ttS (HOTItttSD 

»01J 1 9 

20 fc&bA (lOOng) , IlbtTi/jft (M£ : 7^'J7y^ . 10K 7D^> 
h^UffiD (500mg) , 7X>^ (lOOmg) fe«fctfJL«F (300mg) £?L£fcT^ 
Vtc. ftbnzmGQHDSt, 200ig &iftJEE#>75S7VXttl CSffiffttttt) 

mm 2 o 

25 -fb^tlA (lOOmg) , HPC-L B*W^ <«0 ®) (500mg) , 

HPC-H B#W3t (*) 8) (300mg) &J;tf7x>f? (lOOmg) 

*?L*Tjg'&bfc.#&n-5?g'&«l©5"6 200mg£?fcj£tf>7 , 5£7V7$iOI 



WO 2004/024184 

4fc-£r#lA (300mg) , HPC-M (AA«, B^WM (ft) ») (400mg) * 
«k^x>Bt (300mg) £¥L&T*i£-Ufc. »&tt*»fc*©'3'& 200Bg*Jft 

mmM 2 2 

5 (300mg) , * hP-X9 0 SH-4 0 0 0 (Bfp«, Iti^t^Iit 

OHO ft) (500mg) fc«ktf£X>B (200mg) *3l#T?S'&bfc. 
m^mO)^% 200mg £toffi#>7^7>*«(affi»«®i) Sr^TtfteU 
itg 8mm ®^J^#fCo 
IIFJ 2 3 

10 fc£$)A (300mg) , ^hD-X90SH-40 0 0 ((&£.£, 

(W) M) (250mg) , HPC-M (AA«. S*W^ («0 8) (250mg) 
£>£tf7X>M (200mg) *IL#Tffl'&bfc. %t>n%W&m<D5% 200mg £ 
?W£#>7:£7V7$t (3&ft*tt8) £fflV>Tflr«6U Eg 8mm OfitSO fc^- 
15 «0!i2 4 

tt&®B (600mg) , ^ hD-X6 5 SH-4 0 0 0 (M^S, mMft&JM 

OHO fi) (400mg) , T C 5 - RW GBjA£, flMWk^X* («0 8) (800mg) , 
T>~h-;i/ (180ns) *5«t^7NxTU>mv^V7A (20mg) £¥L4fcT?}g 
£rbfe. #^n^^»5^ 400mg£^JBE^>7^7°b7.^ (WiSS) 
20 £JBV>TfT*tU Mllmm©^J£#fc 0 
HJi^l 2 5 

ft&mB (900mg) , * hn-X6 5 SH- 4 0 0 (ffiA£* flMWMfcTJI OHO 
SI) (600mg) , TC5-RW (ffiA€, ffi*Mb^XS)l («0 8) (600mg) > 
T>~h-;P (840mg) , ffiHzift^ (30mg) *5j;t£Xx7 U >K7^ 
25 i>7A (30mg) £«Jla?iI£Lfe. '&t>%lZ>m&®<0?*> 400mg SrfttijEtf > 
7"5£7V*8I <8WWttt8) ^^«t, agllMO»IJW*#fc. 
IIM2 6 

fcfcfllB (450mg) , HPC-L (iSS£* B*Wj1 (80 8) (1020mg) , 
ffiH=Hftt (15mg) feiC^XfTU^^v"?^ (15mg) £?L#£T 
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m&vtt. %t>n%m-&%av>5% 4oomg ^m&^y^y°\yxm (mmmrn 
mmM 2 7 

<fb-£t)B (450mg) , Polyox WSR303 (i£iS£, rL-^>*-A* 
5 -THthm) (150mg),TC 5-RW(mfo%,mi\:¥XM(mm) (450nig), 
V>-h-;i/ (420mg) > H£H-gKb$c (15mg) ^cfcUUxT U >gr^* 
v^A (15mg) £¥UfcTi^b£o mt>nZ>M&y>)<D?lE, 400mg <HftJBEtf> 
(SWttttMK) S/H^TtTftU E£llHnn0teS!l&#£. 

2 8 

10 ib"&#lB (450ig) > ^ha-X60SH-400 0 (ffip D n «, «<b^XH 

(mm) (mmg),TC5-Rw(m^mm{t^xmm)m) usoigh 

T>z:h-;i/ (420mg) , n&=~m.im (15mg) ^ct^XT-TU>^^ 
->£A (15mg) *%W-CU^tCo %t>n%m&y>}<Dvl=> 400mg £«lEE^> 
^"/^X^ (3ffl««K) £/B^TfT&U Sgl.lim©te^J*#fc. 

15 mmm 2 9 

ft^B (450mg) , *hD-X90SH-4000 (Mi£> Miiglb^Xii 

(80 $D (225mg) ,TC5-RW (i&M, jfilSfb^Xit (80 SD (375mg) , 
T>-h-;i/ (420mg) , n&=-M<m (15ms) fimf7U>i7^ 
->£A (15mg) £?Lfla!iI£Ufc. %t>tl%M&yd®0?> 400mg 
20 y^^l/X^ (30HMHftS) £J8V>T*T«iU £gllm®«&9&&fc. 

3 0 

^t/B OOOmg) , ^ hD-X6 0 SH- 5 0 OSM, {fM-fb^Xii (80 
M) (1200mg) , T>Hh-;i/ (840mg) , *fiH-3Mb« (30mg) ££1*7. 
T7 l J>i7^v'W (30mg) £¥Urm&Lfc 0 W^n^S^©^ 

«#iJ3 1 

{b£#/B (450mg) , ^ hD-X9 0 SH- 4 0 0 (jffii&£. flMWfe*!* (8c) 
§0 (300mg) , TC 5 -RW (ffiifi*, fijgfl^Xg (8c) '») (30Omg) , 
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-?>-b~)V (420mg) , Hfi=r«fc«c (15mg) *i«Xf7U>t^ 
^£ (15mg) SWi'pbfe. ftenSS'&ftO^'fe 400ngft«lffi#> 

rnmm 3 2 

5 -ffr&tlB (450mg) , ^ hO-X6 5 SH - 5 0 0SA£, ffi^-fb^XH («0 
S» (600mg) , (420mg) , 3t6=-&ft;« (15ng) 

x7U >m-7^^vt>A d5mg) &%&n?m&isit. w&naa^*©^ 

400mg^^H^>^^l/Xm (SWUM) ftJH^TflTttU S^llmm© 
10 «^J3 3 

flS^B (450mg) , ^hn-X9 0SH-100 (® P D p^, flS&fl^Ifl (80 
S) (600mg) , V>nh-;i/ (420mg) , JtfeHZLBt'fbtt (15mg) &J;tfc* 

t7u>i?^'>^a (i5mg) &ft#T?ji^bfc. mt>nz>m&moo-t> 

15 te#J£**&. 
fWJ 3 4 

-fb-S-tlB (450mg) , ;* hD-X6 5 SH- 1 5 0 0 (i£A£« fsM^XH 

(440 fi) (22Big),TC5-RW(iftfl*,ffl*Mb^X«<*)iO (375mgK 
T>-h-;|/ (420mg) > HfiH-m^^c (lBig) ^.k^f/'J^^ 

20 (i5mg) smrai^bfc. %t>nz>m&moo-t> mw*km#> 

mmm 3 5 

ffr&tlB (900mg) > * h P-X9 0 SH- 4 0 0 GSA£* # iHft^Iil ($0 
S) (450mg) , ^ hO-X6 0 SH - 5 0 (ffiA«* flMWfe#I* («c) tt) 
25 (1200mg) , T>^h-;i/ (390mg) , ||<&==:gfc<fctfc (30mg) fe«t^f7 
•J>^^^A (30mg) £3Weig-&L&. #e>ft£^$l©5l3 400mg 
*»BE#>^a^V'^* (IliiS) Sffl^TflifeU Mllm©IBffl£ 

*«J3 6 
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fb£*B (4190mg) , ^ hD-X9 OS H- 30000 (M^ imMlk¥ 

xm m M) (8ooomg) , * h d-xs b - 4 mmt^xm m 

S) (2000mg) , ^H^D-X (2000mg) > T^nl — ;U (3570mg) , H 
feH-lfcfttt (40mg) ^J:^r7U>i7^^A (200mg) £?Ure^ 
i&nSM©^ 500mg ^?SEE#>7^7VX^ (SWUM) 
SfflwrJIteU fig 11mm ©JfefflSftfc. 
«$)3 7 

-fb£<»B (2095mg) , h D — X 90SH— 1 0 0000 (M£> flMfb 
OHO St) (2000mg) , tSJi-fe^ P - * (2000mg) , > - h -)V (3785mg) , 
C20mg) fei^fTUVt?^^ (lOOmg) £?L§fcT 
M-^bfeo %t>tlZ>m&iW(D?% 500mg ^^ffi^>7^7VX^ (1^1 
-ft) ZR^TttrnV, Egllnm©^&#fc. 
3 8 

fc£4fcB (104. 7mg) , / hD-X90SH-40 0 0 (j$ifi£, imMfc^X 
M m ft) (116. 6mg) , ggJU^P-X (33.3mg) , T>-h-;l/ (71.8mg) 
^ck^fT'J^^^^A (6. 6mg) &^tr 333mgfi*0^rO£, AMI 

fam i 

-r&trs, *w«i-3T?»6nfc«aBifct3v»T, (a°f;wsu o. 
i%-t^;i/hU^^;w7> ; e- , 7A7o5 H (ctab) ^wh**^^ 

CTAB&mBm=tttV&&tZ>) 5 0 OmL 0fe 
tlOOrpm) fcfxofc. [^1] fc^To *fc, MKibt, 

[SI] 



»W* (%) 
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mm (h) nMMi mmm2 tmrns 



0 


0 


0 


0 


1 


7 


10 


19 


2 


11 


17 


32 


4 


20 


31 


56 


6 


30 


43 


79 


8 


40 


57 


93 


10 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


18 


79 


93 


98 



frofc. [35 2] »ttt, ##«l©«fflllc^ 

^T|W|1i©^{±S^^ffofci^5, 10#^«ffi«100%T&ofco 
[«2]- 



jggg (h) gfflg (%) 

0 0 

1 8 

2 24 
4 53 
6 85 
8 95 
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10 ■ 99 

3 

^^©BSUCDjiiK^^^^^^^^-if IV (DPP-IV) fiSSHS-Stf 

A^it'U #6nfc^U >«4"(0 DPP-IV tSttfcETFO.fc'SfcUTiM 

SJ*:ttW i E>l J (Raymond) £><D^?£ (^7tf-5V-X (D i 
abetes), 4 7i, 1 2 5 3-1 2 5 81, 1 9 9 8¥) tC^CT9 
6^¥^> r V'-b*ffl^T3 O'CC^JfiLfc. 7jc7 0/iL, lMhU^-ifi 
tf» (pH7. 5) lOtfLC lmM^'J^'^n'JJP-p-Zh 
Dj-iJ K(G 1 y-P r o-p-NA ; /^y^AtDiiil 00/iLS; 
SsiDU i8^»«*W«bfc. ^ViT?IBW$#a, WWf'«bfc»)tJJfii 
■lft«fcD«fe*Cil»bfc , tJ'>^Jfc*2 0 At 1 ^±fB^M^i)P^, 3 Ot 

a$5l) ^ffl^Ttfi4 0 5nmti^U ZrOMlM (AODs) ^ibfc 

busk, mmht^MM^Mxtz^mmzm^mtm 
<ovm (aodc) , fo&tttm\*m^\z&nzwt&oWB (aod 

b) JBWtft#i(rftl0 0Xi:-r*BPP-lYOffi**»#iSttS, w-if 

5£: [ (AODs-AODb) / (AODc-AODb) ] XI 0 0 

C«3] fc^-T. DPP-IViSttMfck « 

±&M^ (n=3) s^t. 
[«3] 



DPP-IV Stt (%) 
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mm (h) 




13 £>$££!l+##0y 1 £>I£$IJ 


0 


100± 0 


100± 0 


u. 0 


8R + 9 


37 + 23 


1 


70 + 18 


22+ 3 


2 


60 + 14 


28± 5 


4 


59±13 


45± 7 


8 


72 + 4 


63± 8 



t^3] ^e>, «^i3T#^nfc*^Bj©M^M^ ^Efta!#i^»- 

!*IHIlCfc)fcoT,JlilJSI+DPP-IV|B#fl5tt& 28&^L 78%{ST$i±#3 H £ 

;MS, H^»*i««»ttW*»-*(KT, HHJ-tttWCr*) 5 0 0mL 
BfiftlOOrpm) £?to£o »tttfft£CTABS^rBE— ifctT 







(%) 


WflB (h) 


HW0 7 


«0J2 1 


0 


0 


0 


1 


35 


40 
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